Drug resistance is a persistent threat to tuberculosis (TB) control program worldwide. Patients infected with multiple drug-resistant strains are less likely to become cured. Management of resistant cases is complex and presents therapeutic limitations. Patients with multidrug-resistant strains are more prone to treatment failure and progress to more chronic forms of the disease and death. According to the Global Tuberculosis Report 2018, about 3.5% of newly diagnosed patients had multidrugresistant tuberculosis (MDR-TB) and 18% of previously treated TB cases were estimated to have MDR-TB. This case presented a rare occurrence of disseminated MDR-TB in a diabetic patient. A case of a 14-year-old female, who was an old-treated case of abdominal TB, presented with 5 months of history of fever, breathlessness, and pain in the abdomen with diabetes mellitus, in whom disseminated MDR-TB was documented with fine-needle aspiration cytology of abdominal lymph nodes and bronchoalveolar lavage fluid that showed drug-resistant TB. So this case emphasizes the importance of screening all extrapulmonary TB patients for drug resistance especially if the patient also has associated comorbid conditions.
INTRODUCTION
S trains of Mycobacterium tuberculosis resistant to both isoniazid and rifampicin with or without resistance to other drugs have been termed multidrug-resistant tuberculosis (MDR-TB). India has the highest burden of both tuberculosis (TB) and MDR-TB in the world and accounts for one-fourth of the global TB burden. In India, more than 6000 people develop TB disease everyday and more than 600 people die of TB (i.e., two deaths every 5 min). [1] Drug-resistant TB is a persistent threat, with 490,000 cases of MDR-TB emerging in 2016 and an additional 110,000 cases that were susceptible to isoniazid but resistant to rifampicin (RR-TB), the most effective first-line anti-TB drug. [2] WHO-estimated incidence of rifampicin (R) and MDR-TB in India is estimated to be around 147,000. This translates to around 11 patients per 100,000 population annually as per the Global TB Report, 2017. [3] Adequate follow-up of patients during the treatment period is a challenging task under pragmatic conditions. The most important risk factor in the development of MDR-TB is an improper implementation of the guidelines in the management of TB and high risk of defaults on the part of patients. Other risk factors like diabetes, alcoholism, and intravenous drug abuse also play an important role in the development of drug resistance. This case presented a rare occurrence of disseminated MDR-TB and highlights the importance of aggressively searching for MDR-TB in a previously exposed patient.
This is an open access journal, and articles are distributed under the terms of the Creative Commons Attribution-NonCommercial-ShareAlike 4.0 License, which allows others to remix, tweak, and build upon the work non-commercially, as long as appropriate credit is given and the new creations are licensed under the identical terms. months. The patient also had complaints of loss of appetite and weight loss. The patient had a significant past medical history of taking antitubercular therapy (DOTS category I) for abdominal tuberculosis which was started clinicoradiologically. She took treatment for 9 months, tolerated well and completed the course. The patient again developed fever after a gap of 1 month and then was investigated further. The patient had no other past medical history. She had never smoked and had not taken any medication in the past. She had no significant environmental and occupational history. On physical examination, the patient appeared to be in good condition, with a respiratory rate of 22 breaths/minute, a temperature of 37.4°C, blood pressure of 110/70 mmHg, and a heart rate of 90 beats/minute. Laboratory investigations showed normocytic normochromic anemia (hemoglobin 8 g/dL), white blood count 6200/ mm 3 (neutrophils: 62%, lymphocytes: 38%), and erythrocyte sedimentation rate 65 mm/h. The patient had serum electrolytes within normal range and was nonreactive for human immunodeficiency virus (HIV), Hepatitis C virus (HCV), and Hepatitis B Surface Antigen (HBsAg). The patient also had a known case of diabetes mellitus from 2 years. X-ray of the chest showed consolidation in the right upper zone [ Figure 1 ]. Ultrasonography (USG) of the whole abdomen revealed multiple lymph nodes in mesentery mainly in the lower abdomen and were necrotic. Few of them got conglomerated to form larger nodal masses, the largest measuring 20 × 47 mm in size. The impression was necrotic abdominal lymphadenopathy. CECT chest was suggestive of consolidative changes involving the right upper lobe and air bronchogram and few enlarged pretracheal lymph nodes [ Figure 2A -C). CECT abdomen showed multiple enlarged retroperitoneal and mesenteric lymph nodes. Ultrasonography-guided FNA smears from retroperitoneal lymph nodes showed epithelial cell granulomas, reactive lymphoid cells, polymorphs, and degenerated cells in a necrotic background. Features were suggestive of necrotizing granulomatous inflammation [ Figure 3 ]. Ziehl-Nielson staining for acid-fast bacilli was negative. GENEXPERT MTB/RIF (GDF diagnostics) of fine needle aspiration cytology (FNAC) fluid showed mycobacterium TB complex and rifampicin resistance. The patient was not able to expectorate sputum, therefore bronchoalveolar lavage (BAL) sample was taken and sent for line probe assay (LPA) that detected mycobacterial TB complex and resistance to both rifampicin and isoniazid (mutation detected in KAT G gene). The patient was detected to be a multidrugresistant case involving both pulmonary and abdominal system and was started with shorter MDR regimen of antitubercular chemotherapy (ATT) under revised national tuberculosis control programme (RNTCP) programmatic management of drug-resistant tuberculosis (PMDT).
DISCUSSION
India is endemic for TB infection. [4] A high index of suspicion and a low threshold for initiation of empirical antituberculous treatment is usually noted among the treating physicians. However, the case highlights the fact that a drug sensitivity testing is imperative for assessing the sensitivity pattern of the Mycobacterium strain, to detect the primary MDR or XDR-TB strains. Failure to do so leads to ineffective treatment and further emergence of drug resistance. The combination of drug resistance in FNAC fluid of retroperitoneal lymph nodes and BAL fluid is seen in our patient that is a rare manifestation. The patient is an old-treated case of abdominal TB and also has maturity-onset diabetes in young (MODY), which can be the risk factors associated with drug resistance in our case. There is growing evidence that diabetes mellitus is an important risk factor for TB and might affect disease presentation and treatment response. Furthermore, TB might induce glucose intolerance and worsen glycemic control in people with diabetes. Two studies have shown that diabetic patients are more likely to develop MDR-TB than those without diabetes. [5, 6] However, four studies in disparate settings showed no significant increased risk. [7] [8] [9] [10] The mechanism by which diabetes mellitus would lead to the preferential acquisition of MDR-TB is unclear. In a study from Saudi Arabia, Alrajhi et al. [11] showed that history of previous anti-TB treatment was the only risk factor associated with drug-resistant tuberculosis with odds ratio 19.9 (P < 0.001). In a study conducted by Elmi et al. [12] found diabetes mellitus in 26.7% of MDR-TB cases and HIV infection in 5.7% of cases. Drug resistance in TB is a matter of great concern for TB control programs. MDR-TB is a man-made phenomenon; poor treatment, poor drugs, and poor adherence lead to the development of MDR-TB. RNTCP is the state-run TB control initiative by the Government of India. The development of PMDT is the RNTCP's fight against drug-resistant TB, adhering to the WHO guidelines. [13] The regimen for shorter MDR-TB under PMDT includes total duration of 9 to 11 months with intensive phase of 4 to 6 months and continuation phase of 5 months. [3] Drugs given in intensive phase includes kanamycin, high-dose moxifloxacin, pyrazinamide, ethionamide, clofazimine, and high-dose isoniazid ethambutol, and continuation phase includes high-dose moxifloxacin, ethambutol, clofazimine, and pyrazinamide. Treatment success is dependent on several factors such as host immunity, the extent of drug resistance, and disease severity. The successful outcome in the present case can be attributed to strict compliance, directly observed therapy, and guided multidisciplinary team management.
CONCLUSIONS
We have presented the case of a disseminated MDR-TB involving both pulmonary and abdominal systems and emphasized the fact that every case of extrapulmonary TB should be screened adequately for MDR and treated accordingly. Therefore, this case highlights the importance of aggressively searching for MDR-TB in all the cases of extrapulmonary TB.
Financial support and sponsorship
Nil.
Conflicts of interest
There are no conflicts of interest.
